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(57) Abstract 

Macrolide compound preparations for oral administration characterized in that the release of macrolide compounds is sustained i e 
sustamed release preparations preferably containing as a component a solid dispersion wherein a macrolide compound in an amorphous state 
IS contamed m a solid base or a fine powder of a macrolide compound. 
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Hl-#^5l-7)l^ p]-ase1-ol^7|l s^-^l-o] ji^l 7l;*)l f^<Hl H]^^ >S-Efl5. ^7l)S>^ aii*!) *A>^ afe viVHS.el-ol:B/Nl 



sa^A^^, *ls^A)n^^Dil^^*s.i^<2}- f'^^liif -g-^ll^Hll- ^-§--^(^$^14)2] -S-^^ll- 

^<^1 ^]^] ^sf<^^lJi SicfCo^ll- , EP0240773). n -g-sfl^l* ^-B-«>fe ^-g-^^ ^.^a^. 

EfHl-e^-^^s] -f-o^-g- ^]^]^ -i-^H A'^slJi =1^^. ^g-A^ 1-^^ 

'S-'yAHlTfl ai<HA^2l ^^oiojcl-. ^ ^'^sl ^'^^l-i-^ ofloi <g^^ ^21-, E]-a.l-el-^iS al*tl: «l-as.e}oi^ 
^1 5^^«-2l *^^^oi ^^c>ji, ^/3t^ ^-^^(^^V)*^! A-l«j-A^ ^]^]^ ^^*f7Hl oi e^icl-. 

<^^2l 711 Al> 

^ ^-^^ T'l-H^el-ol^Tll 5}-^#3l -§-#0] A-lBj-sl-Slol Sl-fe A^wj-A^ ;HM)ofl ^1[t ^oM. 

^ ^^21 sl-i4sl ^aj^ r pH 4.5^ 2^:^]^ 0.005%s; «1h.^a1 Hs.^'tl-S.SL^i ^-g-«^^ aI^qb o.^/.^ Af-g-sl-^ 
^] 13 711^ <a-g. 51=^21 -§-# Al^ ;H1 2 ^(Blll-(paddle)^, 50rpni)<Hl SU'H^i ofa^-el-ol c ^^^-sl alcfl -g-#^ 
3\ 63.2%7V ;*ll;*ilS.-^El -§-#5lfe a1^(T 63.2%)o1 0.7~15a1?V61 ^^J^ p>HS.el-ol = tII ^ 
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7r^ll€ ^l*!]-^^ ^1^1<H1 ^l^sl-^ 

^-^^s] cf# o. oj^j. -g-i^o] 0.1-50/fln. ^/afe o]^]. xlf-o] o.2-20;an<?l ^-Va^e^-oi c ^fl 

^^S.Ai, 7l7i)4a Al«<J-^J -"-V-g-slfe o>as.efo]c;q| ^^1-21 oH] ;*fl^«l-fe ^oicf. 

^ ^"^s) -g-# Al^oil 2l«ll -yol^lfe T63.2%fe, Al^oji o^sfl <go^^ l-S.H(plot)sl-<^ -g-# ^^-^ =l 

^i-i-Hi ^s. 9X^. oi-g-svfe s-t^ o.^.^^^. ofl^ o>D].i2.?i. ^]^x\iihm m. 

o). 0^1- Cube-root S-t ^* ■& ^ Sl^l^h -g-# afl^^ 7>^ ^ ^ Sl^ 2.t^^ 

^^i, -^7] ^ n)^ L. J. Leeson. J. T. CARSTENSEN ^ ^s^^^sl -8-#j (%A»li) P. 192-195<H1 

7]7i^ Weibull ^^7> <^^^ ^t^. 

WeibuU 'H'S Al?>(T)°ll -8-#*(%)ol, 

-8-#l-(%)=DmaxX{l-exp[-((T-Ti) " )/m]} 

^^S. v+El-'i ^ safe ^^olcf. ^f' Dmaxfe a^^V -^^cfloflAisI ^cfl -g-##, -8-# ^-E^ 

me)^ «4E^M)fe ^1^1 Bj-efniEi^x.^, o]^^ ^^^^^ 2l^<^] ^# s.^^ ^ SUcf. 

■8-# -^1^ Weibull «-4^«>il ^^-8-Al5^ 2^ i^efuiE^^ -t!:#*V7l ^sBA^fe, ^o] ^7] o>p>i>.?> ^IAa], o]:7l- 

sl-7> rn>ol3^^^Blo|l 9}^ oj^j (MM) P. 40<Hl 7l7fl^ ajAi^ 2*^<i1 o]-8-^ 

Cf. ^*«^ 0.sfe 21- Al^oflA^o^ >j.7) ^o)) 7J1AV^]S}- ^ys] 2^Sj ^7ll7V ^ai7f ^ nflS^ S|-el-DlE]7> 

J^ji. o] j^e^njEi^ ol-8-*H ^7l<il«>il TflAVslfe -8-# ^Ai-a- 7>^ ^ ^^^^ ^-iioi ^4. 

Weibull ^T^oflAls] 2^- 3ij-e)-n]E)7> s^t.]!. olsfofl ^Tg^cf. 

Dmax(^cfl -g-#l-)^ iJ-oflA^ ^ig^ n}9]. :^o]^ a]:^ -¥-^cfl°flAl2l ^tfl ^#1-SA^. "^aV^^ 0.5. Dmax ^Ife 100(% 

m(a^£ ^S\xy]B])^ ^]^]o\ ^^^^ ^ei-n] ^A-] , m ^l7]- ^s.71- j7. 

^£7V M-Ef^cf. 

n(^^ 34-e]-n|El)o, ^^5\ ^Efvfl^ J^e^-DltlS.A-1, n ^17]- 1*^ H Weibull ^^fe -g-#l-(%)=Dmaxx{ 

l-exp[-(T-Ti)/m]}<^l Slol, o) >^ o, ia> -g-7>ol7l nfl^oil -g-^ ^^A^ofl SlT^^ -g-# ^^o] 

n Sl7> l^cf 3)-^ nfl^ ^A] o, ^T^l^o] n ^l7> l^z]- # nfl^ -g-^ ^^o] a] (sigmoid)^ 

Ti(^^l 3|-el-°lEl)fe •§-#<>) 7l)Ai^ <ifl^7W2l ^1^1 Ai^>^ H-Efvfl^ aj-el-DlEloicf. 

•S-^ofl 5l<H^-1sl Dl-Hsel-olS-Til A^«J-A^ ^l^Hlfe, ^1-71 Weibull ^^S. ^S. ^^cfl, Dmax(^ 

cfl -g-#l-)7> 80% «f^3lc]-7flfe 90% ol^, H>^^!sl-7fl^ 95% <>l^<^lJl, m(^£. 3^e)-nlEl)ol 0.7-20, 
"V^^jsl-Tflfe 1-12. Jicf u).^3|B>7llfe 1.5-8<^lal, n(^^ 5^5l-nlEl)o] 0.2-5. «l-^al«>7flfe 0.3-3, S.^^ »}^^^} 
Tflfe 0.5-1.5<»lJi. Ti(^^l J^e|-PlE|)7> 0-12, «l-^3l*].7Jlfe 0-8, Jitf H>^3j5l-7flfe 0-401'^ -e-^^S *l-fe Ai^g- 

ati, =L Weibull ^^5.-?-El «a<H^lfe sl-el-'^lElSl m, n# ^j^sj-ji, m i/n ^ ^d\] ^-g-A]^ 7fl'a-*l7> A^-grS) 
^cfl 63.2%7} -§-#5)fe Al^(T 63.2%)^ ^-Ei-^fl^ii A?it«. T 63.2%(hr)=m l/n 21 a) o] 

-S- -Hf]-^ ^l^l^l -§-# ^Aj^ pH 4.5S 2i^^0.005%fi] *l^^AliES.^>i*S.ii t^-8-^# Aj^oB 

o.^Ai Al-^sl-fe ?]] 13 7)1^ ej:^Sl -8-# A]^ 2 50rpm)^ <>l-8-sH ^7V^ ^ Si^. ^ 

^tgofl 5>ioiAi ^^^S. s>fe I'VHSel-ois.Til A^»&A^ ;«fl;«lHl sU'H'Hfe «>as.e}-ois.7ll ^cj] -8-# 

^3] 63.2%7l- ;Hl;«)ls.-?-El -8-#£lfe Ajtl-CT 63.2%)o] 0.7-15a1?Vo1 ^olcf. ^efl, a>3S.el-o]s;!|] a^-^jo^ ^-g-A^ 
^1^]7V ^o1^:^l^, T 63.2%7> 0.7-15a1^o] Ai»g-A^ ;Hl;Mlfe <a<H^1^1 g^Stal, -g- ^^^ofl ^a^^ 5}<^lcf. 

T 63.2%7> 0.7Al?VjiH:1-S. fj^ ^-f . ^<^^S\ xi}3.S.i\-o] s.:^] 3^i^^S\ ^S. ^^oll SU'H'Hfe ^-S-^ ^l^'^^ 
o] «aol;^]^l o^j7. T 63.2%7> 15Al?> 0)^0] ^ o. ^^^o^ ^^7^ ^M^]?]] ^<=>] ^JL* ^^Sj-fe 

lf'^S.7]- ^A^sl^l S^:JL. A^^l H]-o.^ Hfl^5l<^ ^^$] s.^o_^ 5].^ >ll;*lH)fe HV^^jsJ-x] ^cf. T &3.2%7\ 1.0- 
12Al?]-ol ricf A^HJ-A^ol Hi.^3)s>7|lfe 1.3~8.2Al :?}-ol ji, 71-^ uV^^lSl-Tflfe T 63. 

2%7l- 2-5 A] A^aj-A^ ^1^1 ©Icf. 

7>el?lt:f. oj^ofl^ 5l-3|-n]-<»l<il(rapamycin), El-a.l-e1-?-rii(FK506), <»]-^Sn)-o] Ai(ascomycin) -f-s] strepto 
myces^(genus)Sl ^^*}^ nV^Se^ol =.7i] ^^Solu). zi -^^yH, ^ Zl^^B] -R-S.;*ll7|- -g-f-Sl-Tll ^;«11 

o>HS.el-o] s}-^§o^ ui-^z]^ Sj-q-oj o|]s.Aife. s>7] ^«^^( I )S. aAjsi^ SejAl^e^ ^^1- ^ zi ;»]) W'S" 
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a) 271121 ^^sf^ q-Ei-iflTlui-. Sfe R 2 ^ <y:^7l<a SiJi. a^. 

b) ^fe 2i-2|si ^i^^V^lEla^ Ai-o)oiiAi cf# 31-1431 ^^^^ ^ 9X^: 

R 7 ^ ^i^;^>, «l:£S.Al7l, iLS.^ *l^^Al7l. <a-^^^l7ll- Uj-El-vflTlul-, £fe R 1 21- ^?^1 ^i7l# u|-E1-^ 

R 8 ^ R 9 S.^^ o.^ ^^■^;^1- afe *l^-^Al7ll- ^-El-xfljl; 

R 10 ^4,:^^)., <a:^7l, *1-14 o]^o\ *1^3.Al7Hl Si Sfl A] -a:^7l. ?11^7l. Ol^a-Sl slcS.Al7lo1] 

8fl ^?fl'd7l. 2.^ ^^7H1 Sl«fl ^^71-1- M-El-lflji; 

Xfe ^i:7l, ^ sls^Ai7l), (^^^xv ^ ^ib^^]-). afe ^ -CH 2 0-s. i^isi^ 7I* ^-El-iUja; 

^4i7l, ^ «l:£^Al7l), (^iii^x> ^ ^^^^», at ^ N-NR 11 R 12 N-OR 13 ^S. S.^]^ 

7]* H-El-iflji; 

R 11 5J R 12 =-^^^5. ^i€^K ^^^y], <»>€7l afe M7l» t+El-iflal; 

R 13 , R 14 , R 15 , R 16 , R 17 , R 18 , R 19 , R 22 ^ R 23 ^ O.^ ^i^^V £fe ^^^l-l^ M-B}-H1j1; 

R 24 ^ .yo^^ ^1^^ 55^- s^q. oi>^si 4. 55^^ M-el-iflBl; 

1 afe 2» M-Bl-\«cl-. 

>S-7l3l Sl^H ^71-5. Y, R 10 ^ R 23 ^ ol:^^^^] ^^b^-ji $1^ ^4r€^>i+ 5.^ -i-a^Ja 5€ 

Sfe ol^ol;^!^ ^i^^V, %*^> -S/a^ t>i€^>* ^-S-SVfe ^4i^7l* i4El-'i Sljoq., ol 

«:7lfe 'a-^j7l, «l^S.Al7l. ^^«^Al7l, ^^7], ^ -CH 2 Se(C 6 H 5 )^ i^lSife 71. % *W ol^Sl *1 =^Al7l 
oil filsi) ^1^^ ^^7lS.^Bl ol^ol^ 5 ^oflAi «l-ul- ol 7H olafl ^1^^ 9X^. 

R 24 ^T^^ *m7l« 7>^ ^ Sife Al§S.(C 5-7 )^«7ll- # ^ 91^^^. #<H 

7l» <=^1A1^^ Sicl-. 

(a) 3. 4-cl^ii-Al#S.«!'a7l; 

(b) 3-R 20 -4-R 21 -Al#s.S!^7l [c.l7HlA^. R 20 ^ *1:^^^1, "arS^^l, ^fe -OCH 2 OCH 2 CH 2 OC 
H 3 ol^H R 21 «l:£S.Al, -OCN, "^^^^l, ^l:&7l* 71-^ ^£ «l|tll^<^l-^^^1. -OCH 2 OCH 2 C 
H 2 OCH 3 , iLJ:€ ^S.SL, oV^^li^^^^^Al, o>xlJE.7l. p-l-^^AlEli?>s:a..j^Al, 

R 25 R 26 CHC00-(<^7HlA^, R 25 ^ <y Sl^ ^S.^ ^5. Slfe *lS.^Al7l. Sfe iL^^ cl-nli^7lo):il, ^ R 
26 o, ^i^;^> Hfe i^l^<a)ol7ll4. afe- R 20 a!l- R 21 o. o11^a1:^^o^ aV^:^J^>» W)]; ^fe 

(C) '^lSSiffl^7lSAi, ol Al#S^^7lfe l^l^^Hl^. "aSlS §1^S.AH1^, 0l.^^AHl^(0l7lAi. 0>^«.^ 

■Br^^S]S. 4^^€ ^£ Sife cln|)^o>nlii7l £^ oiliElle^:^ ^£ oj^ ^>H^Al7l<a), ol^Sl ^J:^ ^£ 

SI^ <*Hisi ^/2fe SlH^A]7l, SEfe oVDli^^^^^AlDfl^S ^m^cl-. «V#2lt> <^1^ 2-5L='a-Al#S.^^7lol 

^a]-Aj( I )oi]Ai A>-g.siji zi- 5gsi ^ n ^^Hl, ^ ^ «>^3]^ ^Ai Efl<y:-a- olsH] ^'HlsfTfl ^^^4. 

•"^i^J ^«1 ^1A17V g^O.^. l~67ll# 7l# SlclsVfe ^ ^CV. 

'■°^^j7lj ^ r'k^^J^A]7lj 21 ^^^^^21 Hl-#3}^ <^l^Aife, §^1 ifl ;^1 »iVit ^^^^ ^7] # * ^ Si 

Jl. oil* *<H '^l^. ofl^. H^^. ol4iHS^. oldi-^^, jg^, MUia^ ^ ^21 ^■l^<y:^7l» S ^ slcf. 
'■<a-?fl^7lj 21 c11S.Ai^, I7fl2l ol^^^* ^-ft-«>fe ajifl afe $;^lifl ^l«o'-^ W==r^ ^7l» # ^ Si 

31, '^]» i-oi Hi^, iEs.5ii^(oii, <a:^7i), -^Efly, pfl^=s.5im. mn'd ^ -^21 ^^°in'47]m- •& ^ sicf. 

rol.^7lj 21 «h^3l^> ofls.Alfe. 3^1^, 3.^^. ^Bfl'd, "il^im ?J ^4^^ # ^ Sicf. 

•"Ji^^ «l^s.Al7lj ^ rjij^^ 6>nli,j 6|| 5a«H^i2l Hf^a}^ JiL2:7lS.Aife, ofl-l. §ol tfl^Eliio)|^, ofl^El 
SL^]^. HS.^EliDfl^, ol4,HS.^El^r11^, ^^Hliofl^. ^1 ^ tl ^pfl ^, a!^Eli2.Dl]^ ^2l ^^i^<y:?jEliD|l 
^7121- l-(^^<^^^Eli)-M^)'a-^7l. C-l^ a>#3l^ ^^^^i C 1 -C 4 ^^Eliuil^7l. 7l-^ a^^^tl- 5l 

o.s.Ai Dll^Eli2.i.ll^7l; 
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^J-M^, <^]« lr<H "fl^c^iHl'd'ai. "fl^clall^^^. SS.^clsfl'd-^^, S^^^i^lail'd^^ ^#°^^-c^<»>^^ 
^'f-^ ^-S- -a-^l^ ^^7), »}^^^ mel(C 1 ~C 4 )'^^^^7l ^ C 1 ~C 4 

ns^^-a-. -i^-LV ^ ^i-3^^v*.s.^Ei -^£51 o}^7], »g-«j=^ <»i-^7i ^ «j-^^7i5. 

71 <4 6]-^ 71 f-* # Sicf. 

^IIJ-^ 6>^7)S.A-1^, oil§ l-ol ia-g, of^l^, ^S.3\Si^, -¥-£1^. oldt-f-El^, ^efl^, ^l^^iNl^, 3il^S.<a, ^ 
AVt-a. ^>=^^l=S.3li2.^, ?l- = 4^1-¥-El^. 4A1 ^qAl-i^.^ ^Sl ^l-e^Aliq. ajig-^ ^1^ 

7l» 1711 ol^ 71-^ ^£ Sife ^^^nii<a7l; 

oill- »o1 Ai#s.=s^4^)<»Hl^. Ai#s.-¥-^^AlH^3liL^. ^^^^]<^H1^. ^^^^is 

S.aliL'd, ^^^Al«.El^, i>11^4^1«El-i^^, ^^^Al«]A>i^<a :^^<^^J!\. aj^a-^ ^m7l# 1711 o]^ 7} 

^ szfe ^i#^(^^)^^«^^i(^^)<a-?i-ii<a7i: 

^5. s.-a 3E. ^ 7l (camphorsulf onyl) ; 

Ofj^ 1-<H ?]-=4AlDll^7>3Hl-JE.'a, ^l-H^AH^^VSHl-iE.^^ ?l-3^Al=S.^?VH.H>a.<g, ^>3 ^A] "-^^l-e a>a.^ , 

7V5^Al5a^7>eal.2.^_ ^l-e^^l^^n^ul-S-"^ ?1-^^a1(;?1§)o^^^].2 a|.a<y7l , Sfe oJl^ Ee]nll^ 
^^Dlls.Al?i.aji«d<Hl^?>^«l-S.'a. BelDil%^^«Hl^Al?>sji^Hs^^l.5H).a.<a^ B.e^«^l^^^ol1^Al?>eiL'd 

Ai<4 ^o. ^iig-^ ^1^711- 1711 o]^ >H^%^^J?|-^Hl-2.'a7l -i-^ * ^ 9X^. 
'S-^^ <*l-^7l5.Ai^. o|l4 s.o^ Bl3^<a, l-^iL^, 3^S<a. M-SS-a, i-lBS.Ha2:<a. 
S<a UIHS221- :y--ar ^ji^^V ^1^711- I7ll ol^ 7|-^ Sife «»1-S.«^7l; 

l-^ sa^'gi'd. H^S^i'd, H-S^iS^i'd, *-?--2.^S!i^^S.^, ^s.^sa^^i'd, ^s. 

a^^-ii^, Aj^.H^^i'Si^ ^i^7i-i- <Qs\s. i7ii o]j^ safe «»>'a^i^7i 

»^^^^7]s. ^1^^ xl«j-^ «>>^7ls.Aife, oili- i-oi 5|]'d<^Hl€, sil'dHS.ali^, Sil'd-^El^, 2-Bell-^^S.Bll^- 
2_Diis.Al-2-3f|l^o>^l^, 2-o11^-2-Hell-^i2.S.i>ll^-2-5|]'d«*Hm, 2-Be1*^iS.ol]^-2- = S^Al-2-sil^<s> 
^11^ -S-sj ^-g^-ar^^Ai afe BelM(^^)"a:^^ ^-B: ^'^xtt ^l«-7l# "aal^ 1711 oi>5j- 71-^ ^£ safe «*l-s(^1 
^)'y:?>i.'a7l * ^ sa4. 

^7l oV^7l f^-Hl^l iLcf aV^a}^ <*>^7l^Alfe ^l-aS-Al* <y 7].^ oj^ C 1 ~C 4 ^^9}2iL<>i7] , 

■¥■^'^1 (C 1 ~C 4 )^^* 2711 ^fe Al§^(c 5 ~C 6 )'&^^^1(C 1 ~C 4 )^5'l-i^'a7l. ^3LS^i'd7). 
^4^1(C 1 ~C 4 )^^7V=.«1-S.^7l. Be1(C 1 ~C 4 )^^^€(C 1 ~C 4 )^«^Al5'l-e ii^(C 1 ~C 4 m^d9}E. 
tif2.°a7], ^ 21s. V1HS711- 171) afe 2711 7)-^ ^£ Sife 'fflS^7l, Sll=a^i^7l, C 1 ~C 4 

^^Ifi)- Be^^S.(C 1 ~C 4 )^^^^ ?^fe 5||^(C 1 ~C 4 )'a:?l-2ii<a7l» * ^ oi^s. -.oflA-i. 7}^ uf^aj^ 
^J-^-SAife. "^HH, ?> = ^Al«s.Jtli2.^. ^l^Alo>^^, ^^s^a'd, t:mms^2:<a, A 

i2.£Sll;s31>ai^ ^ 2-Bell-^iS.tHm-2-^l^Ai-2-5ll^c:.l-^-ll^^ -f- ^ sa^f. 

rasj- SEfe 5-^ £fe ^l^oj^l^ ^dt-^>^>, %€^V 5J/afe -ar^^i-^^V* ^-^^Vfe 4:t^7)j si 

Hf^aj^ oiisAlfe 3|l-^7l Ejlse1-*ls.S.^^7l -f-* -i- ^ sacf. 

raH3-t.V ^1^7l» 7>^ ^£ sife sfl^lSoV^^Alj f^o] r^<3-^ ^m7l# 7>^ Si^ «llEll5.oV^j -^-^^l^, 
EP-A-532,088S1 ^ I S. S.^]^^ ^^-§-21 7I R 1 ^IaI^S # ^ 9X^]''d. <^1» l-^l I-^I^B^aHI^o] 
s._5_o^oi 4^aicJ-i:l-. =L 71|a]^ ^-8-*H '^'*fl>H 7l;*B2) ^^s. ^cj-. 

^ ^^cHi ojoiAi A}^s|^ EejAi^e^ I ) afe 3.21 ;«11^^^ sl-g-slfe ::i -f^^V '^^'ll^-g-. *J- 

^-y. 5J 7lEf efsl #AJ^ ^Jl, ZL nfl^ofl ;}j-7l ^3)21 o)Aloll cfl^ olA| ^cfl ^V-§-. ^1.7l- ^ 

^ ?J ^J-'S^ -f-sl ^ oi|Hg-ofl ^.^sl-cl-^ ^o] dill, ^o] EP-A-184162, EP-A-323042. EP-A-423714 
, EP-A-427680. EP-A-465426, EP-A-480623. EP-A-532088, EP-A-532089, EP-A-569337, EP-A-62638 
5. WO89/05303, WO93/05058, W096/31514, W091/13889. W091/19495. WO93/5059 -f-oll 7l7HSlol SiJi, IE 
^, n5!*2l ^]^^Sl 7BAl£|<H sac^-. Zl^l-21 7llAl# ig>qH 7l7fl2l ^^s. ^cf. 

^«1. FR900506(=FK506, Ef^l-el .^^), FR900520(o>^iaal.ol a1), FR900523 ^ FR9005255. Jl^slfe sl-^l- 
^ ii:S^£Dl-olAfl>i(Streptomyces)#. <^1* >iB^Mn>o) ^fl-i,. i^«)-<aAli(Streptomyces- tsukubaensis 
) No. 9993(71 Ei-71^: <a^^ ol^Ve^-^m i^wM *17>a1 i^i^Hl 1-3, •f-'U-a-'a ^'y7l#^ ^,8^^«?-g-'a7l#^ 
•i-AV'L>'a^^ ^"^71^-^ '^l^^»-g-'a7l^<a^4i). 7M<U: 1984^^ 10€ 5<a, PERM BP-927) 

afe, ri^H^Mtil-olAfl^i. 5l-ol^^Aiajii^>;. A^ a.iBilAl2:. o).^ Al ofofl a1 >x(Streptomyces hygroscopicus sub 
sp. yakushimaensis) No.7238(7l^7l^: <a^^ <^l«l-e}-7l^ ^^ufAl «l7l-Al lanj] 1-3, -f-'il-a-y a^ ^'^71^^ 
'^5^^«|-^'a7l#<aT^4i, 7lEl-<a: igSS'd l€ 12"^, PERM BP-928)(EP-A-0184162)<H1 2l«ll a^a}.s|^ 
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(JCH 3 (5CH 3 

^Sh^: 17-<^^-l,14-c1«lS.^Al-i2-[2-(4-«l^^A]-3-D)]s.AlA]§^a!^)-l-Dl)^ol'^]-23.25-cl'^l^^l-13. 
19,21,27-EllBel-«fl^-ll,28-cl^>«-l~4-<*>^l-H2lAl« 5.[22.3.1.0 4.9 ]^El-s>i-18-«a-2,3,10,16-Ellmel-^ 
Ee^Ali-e^ I ) f-'Hl^i Jicf 55^ R 3 ^ R 4 , r 5 ^ r 6 3^ oj^sVfe- z^-z]-s1 ^01 

R 8 2j. R 23 o. =.^^0.^ 4^4i^;tHi, 
R 9 ^ arlJE.^A]7lolj7, 

R 10 o. Dj)^7), 61)^71, afe ^m7lolJl. 

R 14 , R 15 , R 16 , R 17 ^ R 18 , R 19 isj- R 22 ^ Z^■2^- al)^7]ol Jl, 

R 24 ^ 3-R 20 -4-R 21 -AlM«n^7lo]ji[o^7loflAi. R 20 ^ e]ca.Al7l. <y-^^Al7l, ^d^7], SEfe -QCH 2 O 
CH 2 CH 2 OCH 3 7l olji, R 21 ^ «ic3.Al7l. -OCN. ^^^^171, ^'S-^ ^m7l« 71-^ ^£ Slfe *ilBl)S.«^>l 
^^1. -OCH 2 OCH 2 CH 2 OCH 3 7), Ji^^l «l^s.Al7l, «L^£, ^i^. o].nli^^^^^A]7l. ol.;^l£7l. 

p-H^^AlEli?|-a Ji'i4Al7l^ol7ll4, 3E:^R 25 R 26 CHC00-H7HAi, R 25 ^ ^SlS. iLS.m. ^^^^]7]. 
a a.^^ <iM:t7lolu7, «J R 26 o. 2.^ R 20 3). R 21 ^ oH^Ajc^Sl Af 

it^^l-l- ^^asl-ol, n-& 1 £fe 2^ 5A]5l^ ^^*o)cf. 

HelAl#^ ^^#( I El-Hl-e]-?-if; ^'^] EP-A-427,6802] ^Ajoi] 66aoll 7l7[|^ 33-«Hl5i)- 

#S.S.-33-iHl^4Alol.>,sn>olAl -.^^ ^s.:^^!- -R-£^l f-Sl o>>^.sbVo]a1 -f- ^ 91^. 

cf^ Hj-^ai^ n>a^B}.ols;^l ^^-i-S-Aife, T>]3. -y^^CMERCK INDEX)(12*) No.8288<H) 71^11^ e|-s^a>o] a] sj- 
=L -a-S^ll*- 1- ^ 9X^. «>^zl^ '^iS.A^fe, W095/16691 1 3fll«>1^l3l a^ 40^ *1:£S.a17|- -OR i (<^7]^^, R j 

0-0-(2-«l^^Al)o))^-e^.2^.D>oiAi, 40-o-(3-*l-£^A])H^^-e)-3)-n>o|Ai, 4o-o-[2-(2-(*1:^^a1)<h1s.a1 

^ 40-0-(2-<^HlH<iMii°l)€)-el-4''l-<^l^* * ^ 9X^. o]^ o-^l^-B-£^lfe ^^^-^ Sl-§-^?isHl 

A-|a] e}3il-nl.olA](afe Cl*!^^ £fe C-il^^5l-31^-n].o]Al)i2)- ol^7l(oll# -i-ol, RX(<^7lA^, RO. <^^^ <y.^ Hfl^ 

^-S- 0-^1 ^7l^A^ wl-^aj^ ^7l el-tq^ ^ CCl 3 C(NH)0 CP 3 SO 3 2^- ol^7l))<Hl 
^ -^71 ^v]^s^o] avo-oi) 0^811 ^ 9X^. X7} CCl 3 C(NH)0^ ^-f , £fe ^^^S?!, ^il* 9<=>] 

= p-»^<ffl^-&'tV afe ^5!*^ cfl-g-sV^ ^lelcq-^ 5i)elci^'g -f 

fii Avsi X71- CF 3 SO 3 <?! ^-f, 5i)ei'a, stie^ia, cioiins.^ofl^o>ni JaE^■D^l^3Il5^]e^la3)■ 

<g7lal ^ 5lcf. 7]-^ efa^ofolAi -^-£^1^ WO94/09010oll 7]?.'^^ affi}- 40-O-(2-*l 

^^Al)o|l^ ei-j^nj-OlAl O.^Ai. ^71 7llA)l. tl-8-«H '^'Hl>^i 7]7!HB\ <U^S. ^Cf. 

Ec^Ai^s^ I ) ^ 5l-3^n>oiAi ^ n -fi-E^^ -8->^>^ 7l^#:^. 3^ melAl-^SDj-HSefois. #^^4 ^j-HH 

Hel^i^e^ 3}-^i-( I ) ^ efsj-nfoiAi «i -B-S.^)sl «S^SAlfe -¥-^31 »l-8-sl^ ^ft-g- 

'JJ-s.^'S. <mi- 1-<H Hel<>ill6].ni^^ N-^^-N-'^^ol-^'S f-sl o>^«S3l- 5-8: -¥-71 -B-7l«S7lfi}-2; # 

^"^al o>HS.2l-ols.7ll Sa<H'Hfe, ^iol(conformer) afe olcfl^' ^4i^;^> ^ 2^ ^^<H) 7lol«l-fe ^ 

o]^^^] ^ 71S)- ojA^aii-ai. ^^s- 0)^3] <a^i oiA^^i7]. ^^fl*).^ ^^7} ^4 ^IS-^ sfe oja^^A^ 

°V, ^-f oils. ^^S] ig^ofl i^^cj-. Hf^a}^ -8-o||3^-i-S.Aife ^s}-# ^ ofl^-i-ei|olE* » ^ 514. 

Wl-o] Ji^) 7l;*il ^oil Hl:^^ ^Efls €^;(ll5V:a sJfe it^l -g-tl-^lj * sH 7l7jl^ T63.2 

%7} 0.7~15Al?V^ ^El-^fl^ ^ l-^+^lf'"!! Sl^H^i, n>3:^El-ols.7il ^^#01 jiiijl 7l;«ll Hjjg 

^ ^Bfl^ sl^ x<d 5l^<>11 31^ jqasl -B-^-i^ ^-g-^ -^ofl sl«fl J&ia-^ ^ SJcl-. 
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s.^^i-^i2.iii(HPc). ■!■). ^^-M^^f, &^v%= 4000 #ei<^€ia#ei#(PEG). 

^^S.^:tii^ri] afe PVP -f-olol, «>^3jBi-7flfe HPMC. PVP, ^fe ^^l-Sl 2:^ol4. ^^-J^ 

^^£.31 HPMC* AV-§-sm H>^^t}- '«i««J- ^ *<H ^ 2% ^-g-^^ 20X;S. Brockfield 

^ ol-g-S^o^ T^^l7> 1-4000CPS. tt>^alS|-7ll^ l~50cps. iLcf HV#al«]-7fl^ l-15cpsS) HPMC7> 

3cps2l HPMC 2910(TC-5E. EW, mmitm)^] ^}^^^}^. 
^^#34 ^-^^^ 7]:^]S] H>^a)^ f'^H]^ 1:0.05~1:2<»1 j1, oJ-^ajshTflfe 1:0.1-1:1. 7}^ 
Hf^al«1-7fl^ 1:0.2-1 :0.4olt:1-. 

JL^ 7]4^ 4# «>^^^^ T.}3.s.s:^o]B.n h)^^ ^efls. ^^jsV 

8-20 71121 ilri-^;^!-* -i-^, 9}^^^. f}^^^. aie^^^^Aj:. ^-aj^A}-, 

iEfl S.01 ^ S.i^o)liEll5_ c]o)l>:Bl)e afe #eloll>:E|la ^9] o]^ 5}.^ ^ 5^1^. l-e] >Hl ^^1 fj-^y- <HliB|]52l 

^^Hl^A^fe. oill- ^o] ttl)^AVa)AHtilHe1-)#e]^lel-o)c ?]-n^Ai.2.i-(cii^l.)^e^^)e^.oi 
>*1]e1-ol^, 7]-H^^cl(Ee))#el>Hle1-oic el-f ^Al:2.MEl)se}-)5el-Hle|-ol.^, e|-?-^AV2.i^(«nA»$el^11el-oi^, 
^^^Vs.ic(c-il7»$e1>*llel-ois.. *iH]<?l<+2.MEllHef)#e1^lB}-olH., *5)l?l'a-S.ici(^A|.)^E^>HlHl-o) ^ ^^|o]A].2.i^ 
{cil7'»^sl>^ilel-ojc #5iloiAi.cl(He1) #elAfl5^-oic #iNloiAVcl(Bi|EEl-)^E)^)el-oi ^ *£il«yAVAfl>.^(ci)?l-)#e1>Hl 
el-ois, 1-511 ^^>JaEl-{E)]Hel-)^el>Hl5l-<il:£, *5Nl<a'a-€El-(«!Al.)#e|>Hl5}o1:£, *ell?l<L>iHl?KiHl 9})^^MMo]^^ e] 
^^Va.i.(^E^)^e^Afle^.ol^, 2l^>il:cl(He1)#Bl>HlHl-<^l^. e|^'LVcl(EllHsl-)#5l>Hlei-ol^. e^*'t}•c^(^A»#e^>Mle^- 
ol:^ iEil<i]-^A].2_i-(ci)^el4el-oi^, >rEi|o>^A}-s.i^(El]Ee}.)^el^|el-o] ^^lol-?l>a-s.M^^l-)#el4e|-<^l.E., 
iiitfl<»V^'t}-a-ic(t-ll?V)#el>Hlel-oi^ >:Eilo>^A]-Ee^(EiiEe^.)^el^lefois., i^iEilo>^AVEel(«!A»^e)^lel-o) = 
^}^'i^^^^m^}m^'^s^o]E., iE)loi.^A>3gE|-(BflHel-)#el>Hlel-oiJE., ^Ello>?l>t>^El-(«^/.»§sl>Hle1-o]^ ^^o} 

^^e^o]E.. #nifiA}.3aiEKEl|H5f)#e|^le1-«il.£, ^olfl^iaHl-(^A»#e|>Hlel-oi:c ^ ^"l^^t11?l-(iHl?l-)l-el>Hlel-oi^ 

1- ^ 91^. l-e^#el.Hl^^l>8-AV o))>,eii e^, <H1* ^^^^^m]B.^m^MMo]^(6\]^ s.^ 

e1^H|El-°l(^) -^^^ Poem J-46B -f-). :iiEll<i>^^JaEl-(^lBel-)#B^^]efol^(<>ll» -ir^, 
^) ^12:. ^W"^ PS-310 -i-), ^^lo>^'t>£iL(EllH5f)#el'HlefolH(oj|» A>7l-a.s^-g-*«a(^) ^12:. -^^^ 
MS-310 ^Bllo>^Ai-3aEl-(^A»§2]^flel-o) c(o|i$ >^>?l-a£^#^<a(^) ^1^, '^-#'3 PS-500 ^b11 
<^l-?i'i.Mli^K^^l-)*2l'^-ll2^-o1:£(<Hl» '^V?l-as^#^'a(^) ^l^. ^^'g SS-500 -f-X iiiEiioi.^AVs.i^(cfl?l.) 
#el.Hlel-oic gc^ n^-&sl ^^l-^lcl-. Jic}- «V#a)11- ^^J^Sa^^, H.ii>irElloi-^AV ^ej^fia). :^ hlB 
>i^l»8-A}- oi]>:Bll5(oill- -i-^, cl-olol^l^'a^mmsl F-50. F-20, F-10 * ^ 51^1-. 

Dl-a^e^-o)^7l) ^^#2)- ^isl Bl-^2^^V f'^ulfe, ^^7} s.i^>iElloV?lAV #el>Hl^^ 1:10-1:1 

00. ul-^alsMlfe 1:40-1:60: ofl* S<H ^i7> ^aS.5Liir;^1 »S-tV ofl^Efle.?! ^-f, 1:0.2-1:20. «l-^3!*l-78fe 1:0. 
5-1:5: <m» ^o] ^^7} l-sl#el>Ml?1^1lJ-a: ofl^Eflsoi ;g o. 1:0.1-1:100, «>^3l*l-7llfe 1:0.5- l:50<^lcl-. 
aV^a^^V ^1-g-A^ jl§;^l-S.Aife, ofll. l-oi ol]^^»^iL:fi, DimH^-y: sl-ei«1(<Hl-l- -i-^. Eudragit E, R, S, RS. 
LD. -i-sl Eudragit^) f-^ 1- ^ 9X^. 3E^. <^]^^^S.^^s] ^-f . ;Hl «l-g-slfe ^«1^ 5l^K\ l-^-a/ofl 

ll-*=80/20* -g-nll^ ^ 5% -g-^Sl ^^(USP23. NF18) 7l7M >«-1^^.2.S. ^ 

"A, 3-llOcps^ al.^3]sl-ji. itcV aV^ajsj-Tllfe 6-49cps. 7>^ Bl-^alc>7llfe 9-llcps2l :^ 
<*1 #cl-. <=11» l-ol, ^£ 1021 ETHOCELL(^#^: Dow ChemicalA> ;«il3:(US))«l 7}^ ^^^t^. 
ol-H^efolc;^! ^^i-j!). ^Ir-g-A^ ji^;^|.fi|.oi ^^ul^. 1 :0.01~ 1 : lO'*) Jil, «l-^^*l-7flfe 1:0.1-1:501^1-. n 
el:a, ^1-g-A^ Ji-S-;^>7> o|l^'i-l-s..2.ihoi ^-follfe l:0.1-l:lol 7}^ «>^al5l-ai, ^l-g-^^ ai-g-^1-71- p11e1.h^<+ 
S#2l°ltl ^-9-<Hlfe 1:0.5- 1:57> 7l-^ aj-^^lsl-cf. 

S£?.K ^'^<Hl^i2l JL^] ^AV^ll- ;H1^^ nflollfe, >a-7l2l ^-g-A^ ^1-g-^^ 7Ml2l- 7] 4* 

S.. SEfe ol-g-^ 4^ 5a4. ^e1:a, :a^l 7l;*flSAi ^1-g-A^ 7l;Hl# ^>-g-«l-fe ^-f . ^-g-^^ 7l;*il(c^m #o1, H 

PMC -1-21 =^-g-A^ ^^^1 aj^ .&^^o.sM|, .acl- «l-^3|ti- -g-# <S* 5a cf. alAil 7l;Hl ol^l 

2] Aj-S-o.sAi, ^^6\] ttj-ef ^^2] .?.^;^l(^s.i2.>i, •§-), ^^;«ll. a)-Ai|;Hl, ^}-°l;Hl. «c}-^;Hl, s\^4. ^^^^^\4(o]^ 
?1 E •§-)'4 ^«i^l(«^ll- fl-iV ^^^l-H-, ^eHoI-^-LV '^V^tfl^, oiAV >rEllo>^AV ^3 ^) 

^7>5Vo^ Ji^l^-LMIS 43i^ ^S. Slcf. 
a^, ai^l 7];Hl2i ^^o|i 451-^1 fe. oi^l ^'t>^l^-^Ei2i ofa^el-olsTll 3l-^#2i -g-# ^£71- ^IM-^Itji ^<=>\^]^ 

^-9-21- 3:71 -g-# ^H-i- Hlil-aTll § «.fi.7|- ^-9-7> Si^l^. ^1 ^-¥-oJlfe -g-«fl^l(«>i|-i- "l-'H . HSi 

"SSih ul.e^(cc-Na). ^^^^H^-iS-Si^i^^CCM-Ca), ^i^l^S «l.£^AlHs^.g^^ij^>,(L-HPC). 
^■f-#^ flAfl;!^ ^il-S-i^. 3LS.^SHl^ ^) afe 7im«:^;»ll(oim 1-<:>1. l-e1^A)o))^ia ^s£^jHv}7.}^, 
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^Ell'^V^'i}- 1-2]^^ 40, l-el#lPfe 80. HLB 10 ^1^^ ^^SL^ ^iw.J-'tl- ofl^^Efls, 

n>SlS.e]-olH.7ll 5}-^#o) 7l;ill ^oll B)^^^ >a-Ell^ JL^l ^-ar^^llsl '^^7.} SOO/an o]s|-^ 5J 

a^, ^ ^'isl Ai>3-A^ ^^01 nl.HS2f<5l = 7il ^^#sl ^S-a-;*!!^ EPO240773olul. W091/19495 

S. ^ofl 7l;«ll« ;»fl3im ^ sao.ol, ^^1^ 0.3.^ o]^si\. ^cf. 

ji^i 7i;(ii« ^7h5H ■f'-S-*! -§-«ll. ^-8:^1^ "^-H^lfe ^ ^^^4. -^l -^7] 

-8-nIl* ^a-AVi- ^dfl- ^^(size reduction)^ u>HS.el-oi = 3.H 7]^ f^ofl «] 

>S-Efls €^^5>fe ^^V^l» ^ Sic}-. gEfV. ^8-71 ^^Ajoj), ^^c^ uj-a}., oiaj. 

^^s.^ ^7]-^ 7>^ ^ sacf. 

^7). oil* *<H. « ^, ^iH ^, ^ 1- "aofl 7i-^s>ji. av^sv^- 7i7i^ oi-i-oj) ^^s\^ 

5Jo] <»>u|cf. cj^oji oi^s)^ D>3s.e}-oi = 7|l ^^l-s] «a^V ^If - ■S-i^'B- 0.1~50/flnolui. HV^^lSl-Tllfe 

0.2~20/anolc}, a.4 H>^3j*>7l]^ 0.5~10/an<ili(a^) ::i n>3S.e}-ol c ;m ^^^-a} jj]^ ^^s\ <Qz} x]^^ 
0.2--20m°]^. «l-#^5V7ilfe 0.5~10/flnoli^, Jicf «].^3)si.7fl^ l-B/anolcf. 

Sl^l^K 41-^ ^ol^^. ^^^V A^. ^ ^o^^sl Jisl«>^. -a-^ ^^^^ofl ^ 

^o]l ol-Ef ^M), ^1^;H1, ^^], -i-^ ^Efl^ ^ ^1^*1-^ ^o] t\-S^ uf^aJsVcf. n nfloll 

fl^AV <g-^nl-^, >.Ello>^AV n>zit|l^, >;Efl6l-?iA}- ^3. -f-fil ^/^fe- ^-^-S] 

^^^]. ^^\^]. w^]. -g-sfl^i ^* ;«fl^i- Sic}-. 

S., fEfe ::i ^12} A^ofl a}-e}- ^^5H°>, -f-^S- l<a ^ O.OOl-lOOOmg. w>^3js)-7ll^ O.Ol-SOOmg, c}^ af^^lsl-Tll 
O.l~100mgol slH^ 7>^s)-ji. <a^^.SL^ l:^ ^ O.Olmg, Clmg, 0.5mg. Inig, 5mg, lOmg. 50 

rag, lOOmg, 250nig. SOOmgol SlSE.^ ^o] H).^3l3|.c}.. 

^el ^-g-oi x]^^ o.^ ^^1l!-c}-fe ^^A^■^ ^fecf. .g. ^igo)] 2}«ii. -B-g-^ ^e} ^^-g-i- n>Hse}-oi = 7}] 

¥<^^^1 Sl«H^1fe l-as; ^H-i- #olfe 5}ol 7>^«ll^c}-. ^^laj o^S.^, l<a isl :f-a} 71-^^ nV^Sel-ol 
3}-^#^^ ^I^Sl-fe 5J<^1 7>^«11^C}-. atb. '^^l^j'il Jli5-H<H1 S}^ ^^h-g- -^21 H>^3l5H 31-g- 

^ Silo} A}?}. e}:e} 3:j!}-# ^I^^a}^ ^ ;^};^}» ;«l)^c>fe ^o] 7}.^«d^c}., 

a^, -g- ^>^2l 4^]^, >y.g-oi u}.as.e}-6} = 7|} J^-^l-. Be}A}^e^ ^^^( I )2} e}=2} aj-g-o.^.:?- 

E}. Sl-7l ^«-o}l4 s}-7} >a-EJl2} ^}S ^ o|l«j-Oll -a-g-5}-C}.. 

?]-^. 3)^, ^}-^, n. H^. e^, ^?]:%. 7}^. e^H)i(myoblast). -f-s} ^J- 

7} £^ 2:^ o]^X\2] 7]^^J:-^- 

^r^E}§, ^^^^ ^^^^ sV^lS.:^ cf^^^ ^s}-^. e-^-^f^. I "^^"^ ^}^} ^ 

^ 

»^^A^ nlAH-(<^ll. s-o}, o>^s}:y^:i ^n] 7>^:t(Aspergillus fumigatus), ^^>e)-S- ^^}^i^(Fusarium oxysp 
orum), He}S3}^ oV^eflSo} t-))>i(Trichophyton asteroides ^'^^l 

'S^^^ ^ ^^^^^ ^ ^^«}-^ f-?)} s]^ ^«-(oJ}l- 1-0}, «='VM3}>^^ ^#A^ 3}^^. 

3}^<S. ^W^i s}^«S, Efl^, ^5L^\ ^i^vs. ^i^. 3L5t|^s^, ^n>^. ^^^^ "Ji^^. ^tl:. =}-¥- ^ 

■\}^ ^71-3', ^ ^s-^y, 

7.}7} ^^2} oJ^^Hl* -i-o}, z}-;ge}-<g, ^7i};i^<g, B}}^lH*g 2} S.S.^<g. z^-^<S. «l} = iii|i'^^ ^n^. 

z}-B}-«, z}-s}- ^3) ol<^oj:^ «i]HV, ^V^X^, a-o} ?ll<a=(Mooren'sulcer), ^cj-^-g. ziiHlo}H >i •jV^oi), ji 
3.S-S«>}:i47}-Sl-5}-c}- #^5(Vogt-Koyanagi-Harada syndrome), ^^^-SCdry eye), E|}^(phlyctenul 
e), ^^11 (iridocyclitis), -^^^^ (sarcoidosis), ^^»] ■§■), 

^v^a afe \+s}>^^ ^<ii(<^}» i-o}. ^1^^ ^ 7i£«]-§->a ^^). 7)^x}<g 

^ t#2} ^f^(<:^l« l-o} ^?))oj: S]^^ ^ s}^ ^-8-. =9-^. ^^"S. :^ 

^ofl 2}^ S.o}SH2}'a B4-f'7l} ^^); 

^3} «S^/<a-i!|)S7}(6(|* §0}. ^o}- ;^}Mj. jg^^ 2l:3-<S, J^-a-Aj ^^<S. ol^^ ^S.^. a€-(Crohn)»S ^ ?fl<a=^^ c}};^- 
oJv 
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):•-. 

^^(41* #<H. ^^^-y 'il^'S. $J^iIi^(Good pasture) -8-^-^^ ^ ^ 'iS^lB.y^^ 

^tl''^'^^ ^^-^i e-S. €2f?l-«|-5Hl(GuiUain-Barre) DJiqofl =.(Meniere's)»8, c?-^^^ -il^'S, 

-a-^^^ ^^"S, ^^sH^^, e^^^^ ^^^^^(ALS) ^ e^«>ii); 

i=l*ll ^°B. l-^, ^°l^sV(subarachnoid) i^vfl -§-1), H^^. ^^^1, 

H^^. H*!^ «WIA), :!im'a-^^ ^^^y. 

^^(oil» s-o^. ^^<i).^tg_ ;^l-7l-^^^^ -8- 

^^7l Til-i- ^^(Oill- AV5SOl£Al^(-fi-^^^). J^l^-H-^ ^ ^^^^ J^l'S). 

silYe'S. 'a^^ IJ'S-'a <H^<d. 3)-^^ ^ TAfls ^ = 

^«:7l S^, -^"Jl ^3^-^. ^^f^, cfl^rti<§ f^:?:^, ^^a^ c1-^a^ -^J >ae^); 

-i-<H, ^(J-s)^. ^ Tim (Wegener's) -Si-<s># ^ >H|^S(Sjogren's) ^^^): 

e^l-^g, [611^ l-o], Al^. ^]^. ^)^$. (ojoj) Al^E^s) ^A^]; 

e '^'a^^'-ll (dystrophy); 

Ai);^l.el(Sezary) 

^. ^31) ^7]2^ s]iA^ ^fl- ^>a-): 

^^^(<^1» -i-<H, "aS-^-y :&H(endotoxin shock), -^l^j-^^ cfl^^, afe- "S-AVAloi] tfl^^); 
Bil^^(oil* J^f' -tlr^i S£fe -i-^ 3^e1-SH(paracort). l-e11iLDl-oiAi)oii -.s.^ j^joj-^ sfl?!^); 

^); 

3i-¥-'S(«fl« ci-^^ ^^»-i-?iA &mifk, ^MB. 3i-¥-<a); 

^ 7iEf i-oi. ^1^^, Ai^^, sa^^, ^^<^. sEfe cfl7i ii^, #<a- 1-^, <a- ^^i, 3. 

2]^!: ^«-)]; 
slitE}-';] so] SB el C4 -frelofl 

^ '^ii^'S, 4]^^^ -S-^it^. ^'a^^ is.^^. ^'Qr^i ^^^^ ^^^i ^'S. ^^^^ 

^v^^. -^^-a- ^^^^ ^V7]- ^^^^ ^4x<g. ^^«S(oi]i- -i-^, afe cf^-a 

«a^> -¥-^1 Hl-o]ei>r(HIV) ^^^i -¥-^1 #^^(AIDS); 

'a-iHl = 7lA^ ^Ql-<S; 

i^^, ^# ^<H1 Hl^^^ St^^m- ^s.oi:£ ^. 

a^V, o).HSsl-ols.;Nl ^^1-^ ^/afe ?>>HlSal ujcfl ^ ^l-^^^^ ^]-^ 3)-g-* ^l-^cf. al-e^-A^, ^ 

A^tg-Aj ^>^«-[oil, ^^^^i ^«r(^]-7> ^^A^ ^V^*§. -y^A^ afe ^ 

-a- °J:>5^ ^l-7> ^^Aj J^^aj ^a^ :iy^ ^m<A]m- ^l". a>olel>hA^ ^<g, ^3 afe ^aV^ 

f'oil o]^ ^qx).). ?V<S, alA u)B^(non-A non-B) ^ ^V?]^ ■^-^('^i), ?}-<S, ^1^^^ ^V<S 1J 

^A^oflA^ ^VA^ o.^ o]^^ ^>7)^ A)^ ^ o|l»iVoii ^-g-sl-cf. 

-g- ^"^^ ^«}- 2l-§-2l A}.^, A].ols.Dim^a]-ole1:i(cytomegalovirus) ^"^^ 

5^*2] ^# A]^^ ^^oi) 5a<HAi^. <a«}-aj 13 711^ -a-g- ^^ds] -§-# A]^ 2 ^(i^-i-'S. 50 rpm), 

''l^ ^^i 23. NF18(The United Stated Pharmacopeia 23, the National Formulary 18) SEfe- -n-^ ^(European 

Pharmacopoeia. 3rd edition)<*l| 7];^^ a]-^!^ ^o) "^^sIji sJcf. Dj^oj o>Hse|-o] = ;4| ^^1- 

-B-^'Hl cfltt -g-t-l-'^) ^2}.^ J^<^]SL 100% ^^^Sl^^l ^fecffe ^^o] Jio^^cf. ol5J^, o>a^el-olc7j) 3). 

^1-21 ^-^^o] VJ-^ ^-f . -8-* ^1^7lu|. 7l^oilSl o).3Sel-o]c7i| ^^2^$] <^^o] ufl^ 



e^sgj 10-0440553 



^.^ ^7>«l-ii, ^ n^J^^S-fe- -8-#«!isl pH7l- feo>;^ n>3S.e^-c.ic7ii 5}-^i-sl -jV'S'l^ol i+ai|->^l^ ;g 0-71- 5a7l «fl 

"^^^ ^^Isfui. ^a] 100%^! 3J^^^ ^^a^ ^ safe uV^^l^V €«-^i2.^ #el^fe 

^^ofl t45}.A^ ^2^s|-c^ 7]^^ ^]7]€[ji, 25±0.11CS. 3?^ ol-§-«H ^1^* nil, 75~150csp 

S£^, ^7>s|-fe >iMi>.>i l-e)tHsl '^^'olf}. ^# Al^-Jj ;g^ofl tflSfo^, 0.001~0.1%olai, 

ii4 «l-^3!«Mlfe, 0.002~0.01%<»lc}-. 7>^ HV^2!*>7llfe 0.005%<ilcf. 

fe "1^ 23, NF18 afe EP el::a(;«fl3^) ^ol] 7l7||4a -8-t"»'l^^ol ^ ^s};^ 9X^, <ajg^ -8-7H- bI1 

ojcf. :^^<H1 oj-el-A^, oiAV ^oji o^8fl Al^oijsj pHl- ^^<^^^ sacf. ^ ^'i'HlAi^ pH 7 ojSfS 

«l-fe ^ol W. a. ■& ^'^^fl'H, ""^l 13 7^1^ ^^21 Al^ 2 ^(Sfl-i-^. 50rpm)j o]^, 1 

^^tofl 50sl;5i(50rpm)^S 5l«l:*>'a>H ^1^ ^^1 2 ^ 13 7ll^ '^'g- 7l7l)-l- ^-g- 

•"FK506J FK506S1 1^^^-g- >«->-8-*VS^^. FK506oll «-tl•c^<>^ 7]7fi^t:^. 

^Al<^) 1 

FK506 l.Omg 
HPMC 2910 l.Omg 
7^] 2.0ing 

FK506^ <^lfi-#°fl -g-sflAl^lJi. o] -g-«llAl?l Qflofl HPMC 29101- 7]-sH ^^^] ^-8-^1 ?1 ^, ^^sf^cf. <a<^^ ^ 

^lEfloliilli meiloHl ^(coffee milDS *4flc>5Jcl-. ::z ^. 'g-'g^S. 

^sl-o^ Ji^l ^^^l(SPC)^ s)-7l l-l)~l-6)* 

(1) ^ifl^^ 250im^ ^1 l-l)(>250/fln)S. tbcf. 

(2) (DoflAi ^ll- ^2).^ ISOumS] ^1<H1 ^1 ^-^l ^^^1- l-2)(180~250/an)S ^4. 

(3) (2H>»-i Sfll- I50m^ ^1 l-3)(150~180tfn)S ^Vcf. 

(4) {3)°fl^i ^l* 106m^ ^1 ^"Hl ^-g: aJ* i>^^#l-4)(106~150;an)S ^cf. 

(5) (4)<Hl>«-i -i-al-^ ^-i- 75|flnS^ Sflofl ^) ^oJl l-5)(75-106/an)^ tt^f. 

(6) (5)«^>«-i ^« ^2).^ l-6)(<75^fln)^S. ^t^. 
^Ajo^l 2 

^A]oi] loflAi <^o\^ jL^l ^Aj.^) 1-2)* ^Si2.^(58.0iiig)i4 ^ ^^«>JL. ^5l-<^ ?^#;«)]^ 

'^^]^ 3 

^Ajt^l 131- sl-oj sl-7l o) s-o^^ln^. <Q7]^ :^]^o] 180~250/ffll2l Z^zl-^l 31*11 ^'tl"^* 2i^^^i:^. 

JL^l -g-^-V^l pV3.^ej-ol£.7il Att^ ^-^^A 7l;Hl 
3-1) FK506 HPMC 2910 
(l.Omg) (0.3nig) 

3- 2) FK506 HPMC 2910 
(l.Omg) (Q.llmg) 

BE^, al^l ^-tV^l 3-1)4 §^-M.$.^(58.7ing)* # ^^©VjI. f-^^ 3-1)^ ^^Hlsfjl, ^7)-S. 51 

^1 -S-^Ml 3-2)4 ^Sii(58.9iiig)* ^ ^^sl-ji. ^J-s- 3-2)-l- ^;*ll 51-5514. 

^aH) 4 

^Ajoi] icq ji^] 1-2)2}. ^o^tU] Sfo} 5V714 31AII &-lV:*fll- 3:;«1]*1-S4. 

:ii^] ^-^v^l pVH5.B^om7il si-th# ^-a-^j 7i;Hl 

4- 1) FK506 • MC 

(?^^ 2.0nig) (l.Omg) (l.Omg) 

4-2) FK506 • PVP 

(?^^ 2.Qnig) ( l.Omg) (l.Omg) 

4-3) FK506 • HPMC 2910 

(?1^ 2.0mg) (l.Omg) (l.Omg) 

4-4) FK506 ■ HPC 

(^^ 2.0mg) (l.Omg) (l.Qmit) 

4-5) FK506 • PEG 

(?1^2.0mg) (l.Omg) (l Omg) 

4-6) FK506 • HPMC 2910 (O.Smg) 
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(?^^2■0■lK)(l.Olng)• PVP(O.^P ^ 
^^Ajoil 5 

Fk506(1.0iiig)3l- HPMC 2910(1.0iiig)-i- oj-g-sfj-o^ ^Ajofl is^ ji^] i-2)j4 -^"yS}-?!) ulifl ^-t}-*!!^ ^ 
, -^^Hl 2i4 -S-^a*!-?)! ^7>>lll- ^7|-*Vul, eO.Omgfll 5-l)-4)l- z^zl" Si^^^^t]., 

5-1) €l-SiL^ (aj^) 
:^El1oV^^V p>ni-i1# (Q.emg) 
5-2) tl-il-^it ^# (^^) 

5-3) ^^SL^ m^) 
L-HPC (S.Omg) 
^ElloV^AV oVzLv|]# (Q.emg) 
5-4) (^^) 

^E^|o>g^-^^ (o.fimg) 

^M'=^] 6 
FK506 l.Omg 
HPMC 2910 0.3mg 
^ l.Smg 

FK506^ oilli-i-ol) -8-«il^l?l:a, o] ^oPo)) HPMC 2910* 7]-SH ^-g-S] ^^a)^ aV^Sj-^cf. -go^^ ^^#* 
91 ^^^^ 6-l)~6)* ■^Sicf. 

(1) Ir^fl^* 250/fln^ ^Hl ^^1 "^S: ^^^1- 6-l)(>250Ani)^ W. 

(2) (1)«>IIA1 ^31-^ ISO^flnSl ^l«»fl ^1 'd'-a- 6-2)(180~250/ffli)S. ^t^. 

(3) (2)'^1A^ -i-^^^ 150;flnSl ^1 ^ofl 6-3)(150~180/aii)^S. ^cf. 

(4) (3)oflAi 106Aan2l ^Hl ^<H. ^o)] ^#-8: 3:A^€-6~4)(106~150wn)^ 

(5) (4)<HlAl Sfll- ^3}.^ 75xans) «IH ^«>1 ^ ^<i|l ^d-'S: ^-1: S^-i- 6-5)(75-106/fln)S. ^cf. 

(6) (5)°llAl Sfl* ^3).^ ^-i- 2:^^^ 6-6)^S. tb^l-. 
^A]oJl 7 

^AjoJl 6<HlAi ^<H^ Ji^l 6-4) l.Smg-a- ^Siiir SS.lmg ^ :i«l|o>?i^ Cemg^l- # -E^Sj-Jl. 

^a^^l 73. ^cl-. 

^Ajofl 8 

^^I'^il m -i•'a«^7^1 ^7] s.^ ^-^HM: ^-8: ^. cl^;^ ^^^«il-<^ «axl- ;^ll-ol i80~250/an2l ui^J ^-iV^ll- 

^^Vm nVHg.ej-o1g7i] 7]^] 
8-1) <i}-:iiSD|.olAl HPMC 2910 
(l.Omg) (0.3Dig) 

8-2) 33-'^]5il-«SS.-33- HPMC 2910 
rHl^^Alo>>^aol-olA] (l.Qmg) 
(l.Omg) 

8-3) 40-O-(2-*lJ£^Al) HPMC 2910 
-o|)^-e|.iil.D}.o]Al 

(l.Omg) (0.3mg) 

^>^H1 74 •S-'asVTl) sl-ul, ^Si^i (58.1ii]g)fif iiiBllol-^A). o>ziti]^(o.6mg)* ^l-g-sH 2i^]^x:^. 
^Ajoil 9 

ai^l ^^^1 9 
FK506 lOg 
HPMC 2910 3g 
<i]^\^± 3r 
?fl 16g 
9 

Jl^l 9 16g 

?il 700g 

FK506* <^lfi-#^l -§-a(|Al7lJi, ol^oj) HPMC 2910-i- 7>SH ^ -^WjI. ^71-S. ^I^+^i^^-i- 7>8|-<:^ ^ 
^Vcf. ^4 ^, iJilH ^ ^ 1- zl2fl^eflolE]l. ol-g.«|-c^ ^^Sl-ol, 2l2m^ :g-^Sl-oi ^11- 

^AV^] 9^ tlrcf. IL^ ^AV^l 9S^- ^ i5itllo>^'a- ol-:a>-il#-i: ^^^^ ^]^] 91- 
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^^•^1 10 
i^l ^^^] 10 
FK506 lOg 
HPWC 2910 3g 
3g 

711 16g 
^]^] 10 

^-iVsil 10 16g 

700g 

^^Hl 95+ -i-^sMl *H lo ^ ;«ll;»fl 10^ W aJ:;«fl5l-Scf. 

^AjdJ 11 

Ji^l ■S-'il-si) 11 
FK506 lOg 
HPMC 2910 3g 
o]^y^^^^ 3g 

16g 
11 

:a^l 11 I6g 

700g 

FK506-i: 'Hl^-i-'^l ^sflAlT-l ji, o]^d\] HPMC 2910# 7>sV<H ^ ^^5>ji, ^7]-^ 7]-5l-cj^ # 

^Vcf. o]^* ^^11 ^. ^31= ^ ^ 1- zl2fl^2^1olEl# o]^t}c^ ^^SW 250;fln ^ 180fm^ ^1^ 

180~250fanSl "a-^ (fraction)* jl^l 115. tb^}. jO.^! ^^^1 lis)- ^S.^^ ^ i!iEllo>^AV nl-ntll^* 

€^5><^ 4^] 11# "Sfe^. ^1^1 11 350Dig* 1^ ^^^'^]. Si^ 70mg* 5^ ^efH ?J#oi) ^^sj-c^ ;Hl;«ll C 

-a^l'^l 12 
Sxfl 12 
FK506 2g 

a.2£>xEllov^>il- #el/i)^ 98g 

HPMC 2910 20g 
^] 120g 
44 12 

jl^ ^-tl-^l 12 120g 
>iB|lo>^AVn1.iivi]^ 1.2g 

7}1 121.2g 

£iciEll<i>?l>«+ #e|Afl^* 80rs. 7>^ -§-«(lA}7l ji, ol^oil FK506-i- 7>^ S^SV**^ -8-«(l^i=|-. HPMC 
2910* 7}t}c^ ^ ^. SeJloHl J^l-^ ^z]-^'^. ol^** ?1i£l "^S. &4fl^ ^. 500/fln 

a; ^IS. -1-21-?!: ui:*fl ^-tV^sJl 12^ ^J-cf. ^AV^l 12* ii^Ell^l-?!^ oj-ZLtil^jq- -^^^ ;<)l;Hl 121- 

5i ^el-fl sg-t-oj) 60.6ing f'^Sl-'^ ;«IM1 Sl-^cf. 
^^Hl 13 
:a^l ^AV^i 13 

FK506 2g 

o)-D)v^^^Dl]El-a^iMjolE sl■^^t^(Eudragit RL) 6g 

Tfl lOg 
^Hl 13 

jl^l ^--tl-^l 13 lOg 
^£.$L>i 130 k 
Tfl 140g 

«im*«Hl FK506 ^ «>>nlii<a-€oJlBf3.^iNlolH s^elH* -g-^flAl^l ji. ^-tV^i^-^-g- 7}^<^ ^ 4^^^^. <»l5J* 
«J-^11 ^. -B-tS &ifl*F<^ 150;fln ^ 106^^1 ^1« o]^ -S-^Sj-o^ 106~150^Sl la^] -g-^V^l 13 

^5 11-cl-. jz^l ^^V^l 13* §tS.iLiifi1- 44 13^S. sj-ul. 5^ ^5l-€ 0)1 <*1^* 70nig ^^^<^ 

44 FS. Sl-^cj-. 

^A]<^ 14 

ul^l -g-it^ll 14 
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FK506 2g 

«l-«li^^^»ilE^H^iNlolm S#elu^(Eudragit RL) 4.6g 
o>olii<y:^DllEfH^i31olE sl-elal(EudragitRS) 1.4g 

14 

Jl^l ^^1:^1 14 lOg 
130g 

n i40g 

^A)oi] 135). ^-a^fTll sj-c^ 106~150/fln^ &-iV^l 14^4 14* 14-i- 5^ ^ej-^ ?J^<>11 70 

^^^l-^^] 15 
Jl^l -S-<+^) 15 
FK506 2g 

^>l.^li^<y;^D^)E^■3^^^1olS al-eli^(Eudragit RL) 3g 
o|.nli^<a-^iHma^^lolH Sl-eli^KEudragit RS) 3g 

lOg 
^1^1 15 

^^^1 15 lOg 
^S.^±L 130g 

140g 

13^ ■S-'Ssl-Tll t}o^ 106-150 ;fln ^£^1 ^a}-^ 151- ^. -f-^VS. ^:^] 151- 5i 

^ jg^ofl o]^^ 70mg ^^3V<sl ;^]^] HS. 
^A]c^l 16 

^^M] 16 
FK506 2g 

'Hl^'il-S.iii: 0.4g 
6g 

?il 8.4g 
;<fl^l 16 

Jl^l ^^^1 16 8.4g 
^^2.^ 131.6g 
?11 140g 

«11^#<H1 FK506 ^ ofll'il-S.iLi* -§-«I|a1?1j1, 5^S5.^# 7}^c^ % ^^t!-c)-. ^l^^- ^a)| ^ 
^5. -S-iflsM 150^ ^ 106im^ ^1* <^]-g-sV<^ 106~150/flnSl ^^-g ^M] ^^^] 16^^ ^cf. Jl^] ^ 

-iV^l 16* ^SiL^Ji)- ;<fl^l 16^S. sl-JL, 5S. ^e]-^ 5g#ofl o]^^ yomg ^^SH ^1^1 sV^cf. 

^Alo^i 17 

FK506 2g 
<^l€€»S.iJ.ih Ig 
6g 

^1 9g 
4^] 17 

al^l ^-a-^) 17 9g 
^g..g.^ 131g 
140g 

^A]<^1 164 ■S-'Ssl-Tll SH 106~150;ansl ji^l ^^v^] 17* ^, ^7}S. 17* BL^^Mji. 5S. ^ef^ ?J 

ol^* 70iiig •f'^SH ^^1 JS. 
^^]<^] 18 
31^1 ^-i+^l 18 
FK506 2g 

oJl^-t-l-^i^ 0.4g 
HPMC 2910 0.6g 
gj-£.gL>. 6g 
7^] 9g 
4:^] 18 

JlAfl ^AV^l 18 9g 
131g 
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^) i40g 

163)- -i-^Sl-Tll «l-o^ 106~150/anfil Jl^ l-^^l IS-fr ^. ^7f^ ;Hl;*fl 18-g- 5S. ^el-^ 

ol^* 70ing f'^Sl-Ja KS. Sl-^cf. 
^Aloil 19 

31*11' -S-tl-^l 19 
FK506 2g 

•Hl^^l-S-iiii 0.6g 
HPMC 2910 0.6g 
^£■2.^ 6g 
?il 9.2g 
;«il;Hl 19 

19 9.2g . 
130.8g 

^ 140g 

^^l^il 164 ^Wn] 106-150/fln£l 2.^ ^^^] 19* 3i^m ^. AA\ 19-i- 5:£ ^ej-fi ^5 

^•^1 '^l^* 70ing %^^<^ hS. 5l-^cf. 
-g^Hl 20 

^^^1 20 
FK506 lOg 
"H^-ttS-^^i 3g 
HPMC 2910 3g 
5Qg 

^1 66g 
20 

3.^ 20 66g 

^1 700g 

FK506^ ofl^*-*!) -g-SllAl^lJi, o]^* 7]-S>c.^ -g-Sfl^cl-. 6\ ^oM6\\ HPMC 2910 % ^^SL^^: 

7\^c^ ^ ^A|l ^, ^ ♦ S-Bfl^aflolEl* '•l-g-sfo:} ^^sl-Jl, 250/flnSl 

^fecf. ^Hl 203] 350mg^ I2: ^e1-^ ^-^ofl. SE^ TOing* 5:£ ^e|-^ ^j#ofl AA M ^ N.e.S. «!- 

^Ajoil 21 

H^l 21 
FK506 lOg 
<H]^'S»S..2.rii 3g 
HPMC 2910 3g 
2Qg 

A 36g 
21 

ul^l 21 36g 

^E|lo]-^AV nVzivil^ 7g 
Jfl 700g 

20531- ■g-<as)-7fl s]-<^ ^. 212iM^ AS. ^^t\c^ A% al^l 21s. ^Vcf. aisfl 

214 ^ iEflol-^A]. nfjutll-g^* ^^s><^ 21* ^fecf. ;«J);»fl 21^^ SSOing* IS. ^teffl ^g-g^oJl, 2. 

^ lOm^ 5J: ^3f^ jg^-^fl ^^sV"^ AA O ^ P^ sV^cf. 
^^Hl 22 

22 

FK506 Ig 

^3S.^:t^ltS-'a-o)):tEll5.(HLB=6) Ig 
(DK oIl^Ellg F-50> 
A 2g 
^1^1 22 

^A ^^A 22 2g 
^S.SL^ 68g 
Til 70g 
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FK506^ °Jl^l-/<^Hm=l/l ^«Wi-8t|Al?lJl. o) ^op^ 75Tc^ 7l-^sH ^^^BT^^I "th^V <H1^bI1 7}t}<^ 

'^l-g-sV**^ &^8l-:a. I06~150/flns1 ^a-^^ Ji^l 22^ W. JL^] ^'iy^ 22S1- ^SSLil- ^^t\<^ 22% 

<9^cl-. 22(70ing)l- 5:5: ^afli ^g^oll #^*H ^1^1 
23 

3.^ ^-LMl 23 
FK506 Ig 

^HS.i>i;^l«S-<+oj)>^Efl e(HLB=6) 0.75g 
(DK <Hl:iBlls F-50) 

==^5L^iLi^l*U-il-<HldhEil = (HLB=2) 0.25g 
(DKofl^Ella F-20W) 

n 2g 

23 

oi^l ^-IV^ 23 2g 
gj-£.$.^ 68g 
70g 

'g^l<=^) 22^4 -g-<as>?fl Sl-'^ 106~150/flDSl S->tV^ 234 ^1^1 23^ ^Slcl". 23(70ing)-i- 53: 
24 

^^V;*ll 24 
FK506 Ig 

==^HS.5.iii;^l'9-^oll>iElls(HLB=l) Ig 
(DK <Hli?iBlls F-10) 

^1 3g 
24 

^^V^l 24 3g 
67g 

n 70g 

^A]oi] 224 SH 106~150/an4 oi^l ^-tl:^) 244 xfl^l 241- "9Si4. ^1^1 244 70Dig* 5J: 

-^ll ^^SV^ ^1^1 SS. «VS4. 

^-^I'=fl25 
3L^\ ^-a-^l 25 
FK506 Ig 

^H5.^:ii^l«J-'y:<HlriiElla(HLB=l) Ig 
(DK ofliEfls F-10) 
3g 

^1 5g 
A A 25 

^AV^ 25 5g 

Q5r 

^1 70g 

^^1<^1 224 «M 106~150ffln4 Jl^ ^-il"^ 254 ^^1 251- 254 70iiig^ 55: €4ll ^J-^ 

"HI ^^sH ^1^1 TS. *>sa4. 

^-^l^^l 26 
jl^l S-iV^l 26 
FK506 Ig 

'^^H^ir^i^l yJ-'LHl ii^Efl =.(HLB=1) Ig 
(DK oIliElls. F-10) 
^£■2.^ 5g 
^1 7g 
A A 26 

Jl^l ^^V*fl 26 7g 
^■^^^ 63g 
^1 70g 

224 ■i-'asj-Tll SH 106~150/fln4 ^^^A 264 ^Hl 26* '^'^A. AA 264 70iiig* 5J: ^4fl 
't'^Sl-«^ ^1^1 US «1-S4. 
27 

Jl^l -g-tV^l 27 
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FK506 Ig 

30g 

15g 

^1 46g 
^14 27 

Jl^l 27 46g 

^S.^^ 24g 
n] 70g 

ofl^iEllsi- SOrs 7]-^ -§-«llAl7lJi, ol^oi] FK506# M»J:t}<^ -8-«fl^l ^ 

150;fln ^ 106xflii2l ^* ol-g-S^<^ 106~150AflnSl ^a^* ^>tV^ 27S ^t^. 27^ 

^^Sfo^ 27* "^fecf. AA 27S\ 70iiig* 5S: ^ef^ ^j^ofl ^^Sl-o^ ^1;^] sV^cl-. 
^Al«^l28 
JLA ^-tl-^l 28 
FK506 Ig 

E)lSBl-#Bl'Hl^Bel^)«J-^o|l>iE|)e. 30g 

»gj#mioimo.3g 

31. 3g 
A A 28 

al^l ^-tV^l 28 31.3g 
gj-g-g.^ 38.7g 
?il 70g 

27:0)- -i-^^sl-T]! sj-o^ 106~150AimSl JlSfl 284 ^1^1 28* ^SJcf. ^1^1 28Sl 70iiig-i- 5Sl ^ef^ ^g-^ 

^A]oil 29 
SLA 29 
FK506 Ig 

Bl]Hefs-e)All?iBel;^]»8-^«H]iElls ig 

^S.^^^ 3g 
^1 5g 
A A 29 

jl^l ^-tl-^l 29 5g 
65g 

A 70g 

BllSel-#2l>Hl^Sel^lwJ-^ <H]^^^ 7>sVa^ 40TCS. 71-^ -g-SflAl?] ji. oj^oil FK506* 7}^}^ iilHVsH 

5. -g- ifl^ Jf^ ^A :d2it}jL, ISOjum ^ 106A<inSl A^- '=>]-^^<^ 106-150^^ ^m-^ ^A ^<}A 2 

9S. ^A ^^A 29S1- ^SiLrii-i- ^^«V<»^ ^1^1 29S- AA 29S\ 70ing* 53: ^J^^H ■f'^S]-*^ 

A A xs. s>5icf. 

^1^1 30 

FK506 ol-^ll^^ 0.5g 
^S-S.^ 29.2g 
^El1oV^AVP1-ZlMl-grQ.3g 
?il 30g 

FK506 A^ °d ^^t}jL, o]^^ ^ ^EfloV^AV t.).nvi)^J!l- *W<^ ^1^1 30^^ sl-^cf. 

30 eOmg-i- 5S. ^e}^ fj^ofl f-^lsH ^1^1 Z3\ 2iAA <»l-8-^ FK506 ^IH ^ <a£. § 

5.^-8: l-lO^anolJl, ^5 <a^> ^11-^ ^ 3m'^]9X^. 
^^]A 31 

• -a-?! ^Ai^DofiA^ FK506S1 A, ;»fl;«ll C 

^A^^ WO 91/19495^ -MA] oil 1 ^ 2S}- «H 2:^l(3l-7) (a)~(d)S. oj^cH^l^ ^A ^-^AA (e). (f)-l- 

(a) E]-3l-el-¥-:i(FK506) ling 

(b) «|S.^Alss.^r>fl^'i«S.fi.>i Img 

(c) ^S.±^ 2m 

(d) 3.S.d:^ M-Sf- Img 
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(e) 59.35mg 

(f) ->iEl]o>^A]. n>ziMl# O.eSmg 

0.095%^ *lH^AlHS.^>il-S.^>i ^-8-^* pH 4.5S 2l^^ ^(900m«)# ^l^oB Af-g-cl-fe ^1 i 

3 7\{^^ "S^ ^^3) -§-# A]^ ^] 2 ^(Bfll-^, SOrpmH ^^•e^- ^sf^lcf. cflo]El* cf^ofl l+e^hA^. 

A]?Khr) M^] A (%) Ain(hr) >n;Hl C(%) 

0 0.0 0 0.0 
0.5 17.4 1 12.1 

1 35.6 2 30.9 

2 57.6 4 55.9 

3 71.9 6 71.3 

4 80.9 8 81.6 
6 89.7 10 87.0 
9 95.2 12 90.4 

A]?V(hr) 

0 0.0 
0.17 30.1 
0.5 68.4 

1 92.8 

2 100.1 
^^]<A] 32 

^Alofl 313). ^<U^}?{] ^1^* Weibull ^^-HlAiaj z^-f^ ^^ej-i^lEl ?J T63.2%sl gjt^ ^t[<^^. 

>H1;H1 Dmax(%) m n Ti T63.2%(hr) 

7 101.7 2.69 1.18 0.0 2.3 
^]^] A 95.9 2.24 1.03 0.0 2.2 
^]^] C 92.5 6.14 1.24 0.0 4.3 
^]^] E 101.6 1.93 0.60 0.0 3.0 
^1^1 F 95.6 2.51 1.00 0.0 2.5 
:^]^] G 99.0 3.69 0.91 0.0 4.2 

H 88.8 6.34 0.88 0.0 8.2 

I 95.6 2.51 1.00 0.0 2.5 

J 99.0 3.69 0.91 0.0 4.2 
^]^] K 101.2 1.69 0.80 0.0 1.9 
^]^] L 91.4 2.48 0.75 0.0 3.3 
^]^] M 90.4 1.61 0.62 0.0 2.1 
^]^] O 83.9 2.5 0.67 0.0 3.9 
^]^] Q 104.7 1.89 0.93 Q.O 2.0 
^]^] R 92.1 2.09 0.82 Q.Q 2.5 

S 86.0 3.73 0.89 0.0 4.4 
^]:^] T 87.9 2.00 0.93 0.0 2.1 

U 93.4 1.03 0.86 0.0 1.0 

V 83.6 1.14 0.54 0.0 1.3 
^]^] W 87.1 1.30 0.69 0.0 1.5 

Z 85.7 1.98 0.75 0.0 2.5 
cfl3: :^]^] 100.9 0.41 1.10 0.0 0.4 
^Al<:^l 33 

A]^ A]^: 

• ^7] ^Alc4lo)iA^ FK506S1 B A^] D 

Al^ A]a^ 6 °}^s] Al-o] v^s.^7l>i ^^o) (cynomologus monkey) <H) 71] ^<^(FK506^ ^o^^o.^^^^, 1 
mg/^^<^]7} €cl-)*H f-<^^sl If- FK506 ^^sj-S'^. A>oli^^S7li ^If^^l 6kg ^d^s] 

°l-§-5M 17A)l!- ^Ofl -g-A]§^ ^<^^ 12Al^Vol nfl^^V^l ^AjAl^acf. #21 A^^fe A]^ 711A1 

^ ^ °^?]] ^c^^m -i-sH A>-a-^ sf^cl-. ^^]» ^<^^ °11 -S-^l^l) # 20nie« ^SicV. ^c^:?i, Al;f)-n>tq. 
'S^- ^A>7ll- oi.g.sH ^^^21 ;^nJi.^s^e1 Imesl ^^Jj^ sB^isH i^sVfe *e1-^^^<^l ^# 

^£ ^'gl- "^I^V^^lsl AH. -SOTCS ^^^V^cf. 51=1- ^£21 <a^^ ^*1^7ll^ 1-9265 

9^S. FK506 ^<»1^ S:±:^^§^^(EIA^)«»I1 ^dl-Scf. ::i ^fl'"-!* ?l-8-«H 'S-HlAi 7]7^3\ <^^s. ^ 
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AUKhr) B D tflab ;*fl^1 

0 0.00 0.00 0.00 
0.5"b.44 0.28 0.91 

1 2.59 1.03 3.02 

2 4.26 2.27 7.13 
4 3.89 3.14 3.27 
6 3.48 4.42 3.85 
8 3.47 4.12 2.63 
10 3.70 4.06 2.48 
12 3.73 4.10 2.51 
14 3.85 4.13 2.27 
16 3.60 4.75 2.20 
18 2.96 3.95 1.76 
24 2.21 2.57 1.32 

Si^. 3^31 M.^ ^£(Cmax)^ S.^ M.^ ^* ^^sj 3^cflAls. ^JL, ^Jl^.^^^ Al;^V(Tmax)^ 2.=- 
;«fl^l Cmax(ng/mL) Tmax(hr) MRT(hr) AUC o-72hr ("8* hr/mL) 

fc.v.1 rc.v.i rc.v.i rc.v.i 

^1^1 B 5.51± 1.02 8.2± 2.9 21.1±0.5 126.3± 22.2 
[45.41 [87.81 f5.5l [43.11 

^1^1 D 5.48±0.94 10.0± 2.7 22.6± 1.0 144.3± 21.0 

[41.81 [66.91 [11.21 [35.71 

i:ns^l;^l 8.41± 1.46 3.3±0.8 17.6±0.9 91. 1± 20.4 
[42.61 [62.21 [12.71 [54.91 
^Alofl 34 

^^]<A] 33^ -S-<as>7ll S><^ ^^^^ ^]^% 

^Hl^Ml Cmax(ng/mL) Tmax(hr) MRT(hr) AUC o-72hr (ng- hr/mL) 
[C.V.I [C.V.I [C.V.I [C.V.I 

44 E 9.36± 1.08 6.3± 1.7 20.0±0.4 186.6± 18.5 
[28.41 [67.51 [5.11 [24.31 

44 L6.16±0.57 4.3±1.1 19.3±0.5 135.5± 17.7 
[22.61 [61.41 [6.91 [31.91 

^1;<ll Q 4.70± 0.39 5.0± 1.7 21.4± 1.6 122.6± 10.2 

[20.21 [83.01 [7.01 [20.31 

44 Z 5.72± 0.92 8.0± 1.2 20.9± 1.2 133.2± 16.1 
[39.31 [35.41 [13.71 [29.61 

^Sl44 12.27± 2.60 1.4± 0.3 14.3± 1.0 80.8± 15.1 
[51.81 [46.51 [17.71 [45.81 

-a-^l^ z^- ^];^\]^ ^<^^S1 nf^^ej-ol^;^! ^^*o^ Cmax7V n|-a.s.el-ol^;^] s^-^i-sl ^-g- 

44^] Hl«fl ^ol. ^ TmaxM- MRT7> f^^S] <^^S\o\ Sife ^-i- ^ SX^^. ^-8"^^ 444 ^7] ^ 

44^ AUC7> o]J^o] sEfe. ^-g.>y ta]^ Cmax ^/^fe AUC^l 711*I1a>oH1a1s1 ^-g-^o] 

^-^"fl ^<^>^1 rnVHS-el-ojc;^! ^^i-oj o}:^ .^Hcfl A]:^}- ^a1*> ^H^l^f 

.a^icfl ^ ^£ ^ -^.^cfl ^^«> "S^sl a§^^1-/ig3-Al(C.V.^l(%))» o]-8-sH ^ 

alcf. r^-i-^ol a)-c)-j ^o. -j_ C.V.A171- ^-S, ^cf ^^)^ ^7lo]l 7l;t)l:a #-8-a^ ;»1];M)2l C. 

atl. •&€f'<^l>^i <a-8-SVfe ^Sl. #^ ^ ^^Sl 7llAl» ol^s).o^ tg^Aj 71711S1 <U^s. j^t^. 

(57) ^-7sl 

^■7-^ 1. 

(2) ^^4^^^ 



^ssQi 10-0440553 

(3) Jl^l ^-tl-^l 3l^^^3] 0^7.} 250 m o]^o]x^, 

(5) «lS^Ain^:gDl)^-gl.S.iJifi)- <^l^'i*S.^sl z^^si\ 0^0] ^^als. H^-al-Bl-f-iiid.OH cflsfl z^-z^- 0.2 - 0.4 
^'0.1 - 591. 

^■T^^ 2. 

3. 
4. 
5. 
6. 
7. 

^f-^ 9. 
10. 
11. 
12. 
13. 
14. 
15. 
16. 

^T^^ 17. 

18. 
19. 
20. 

^T^^ 21. 
22. 

^^Ih 23. 
24. 
25. 
26. 
27. 
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m^<^] sa^>H. ^-M^s) <a:oi ^3.^^^mi.o)<^] 2. 3 se^- s^^fc--^^ ^m. 

28. 

4i^, 2^. 21^ ^ 27^ ^ ^<Hl saol-^l, ^^1. ^^^1, ^^1 afe ^^^1 ^1^1. 
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